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AB Racemic and optically pure sibutramine metabolites, desmethyl- 

(I, X = Me) and didesmethylsibutramine I (X = H; II) were prepared Addition of 
i-butylmagnesium bromide to 1- (4 -chlorophenyl) cyclobutanecarbonitrile 
followed by MeOH quench and treatment with NaBH4 produced II. II was 
converted to the N-formyl derivative and reduced to give I. Resolution with 
(R) -mandelic acid furnished (R)-I. Sibutramine isomers are 
inhibitors of norepinephrine (NE) and 5-HT uptake and bind to muscarinic 
receptors while metabolites I and II were found to have affinity for NE, 
5-HT and negligible activity at muscarinic sites. At NE reuptake sites, 
(+)-I had IC50 = 4 nM (vs. (-)-I IC50 = 870 nM) , and reuptake site binding 
selectivity for NE/5-HT =12. A lactose free solid oral dosage hard 
gelatin capsule and tablet formulation was provided. Methods to treat 
neuropathic pain and diabetic peripheral neuropathy were 
claimed. 
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This invention encompasses methods for the treatment and prevention of 
disorders that include, but are not limited to, eating disorders; weight 
gain; obesity; irritable bowel syndrome; obsessive- compulsive disorders; 
platelet adhesion; apnea; affective disorders such as attention deficit 
disorders, depression, and anxiety; male and female sexual function 
disorders; restless leg syndrome; osteoarthritis; substance abuse 
including nicotine and cocaine addiction; narcolepsy; pain, such as 
neuropathic pain, diabetic neuropathy, and chronic pain; 
migraines; cerebral function disorders; chronic disorders such as 
premenstrual syndrome; and incontinence. The invention further 
encompasses pharmaceutical compns . and dosage forms which comprise 
optically pure (+) -sibutramine, optionally in combination with a 
phosphodiesterase inhibitor or a lipase inhibitor. 
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AB This invention encompasses methods for the treatment and prevention of 

disorders that include, but are not limited to, eating disorders; weight 
gain; obesity; irritable bowel syndrome; obsessive-compulsive disorders; 
platelet adhesion; apnea; affective disorders such as attention deficit 
disorders, depression, and anxiety; male and female sexual function 
disorders; restless leg syndrome; osteoarthritis; substance abuse 
including nicotine and cocaine addiction; narcolepsy; pain such as 
neuropathic pain, diabetic neuropathy, and chronic pain; 
migraines; cerebral function disorders; chronic disorders such as 
premenstrual syndrome; and incontinence. The invention further 
encompasses pharmaceutical compns . and dosage forms which comprise 
optically pure (-) sibutramine, optionally in combination with a 
phosphodiesterase inhibitor or a lipase inhibitor. A solution of 21.7 g 
L-dibenzyltartaric acid ( "L-DBTA" ) in Et acetate was added to a solution of 
12.3 g racemic sibutramine in Et acetate and the reaction mixture 
was heated to reflux and cooled to room temperature The white precipitate was 
collected and the solid was then suspended in Et acetate and heated at 
reflux for 30 min. The solid was collected and further crystallized in iso-Pr 
ale. to give 11.3 g of (-) -sibutramine L-DBTA (yield 76%). Free 
base was obtained by treatment of (-) -sibutramine L-DBTA with 

saturated aqueous NaHC03 and extracted with chloroform. A Pharmacol, study was 
conducted to determine the relative potency, comparative efficacy, binding 
affinity, and toxicity of the enantiomers and racemic mixture of 
sibutramine. A capsule contained (-) sibutramine 10.0, 
lactose 70.0, corn starch 19.5, and magnesium stearate 0.05 mg. 



